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DETAILED ACTION 

1. The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior OfTice action. 

Response to Arguments 
Oath/Declaration 

2. The objection to the oath or declaration is withdrawn in response to Applicant's 
arguments. 

Claim Rejections - 35 USC § 102 

3. Claims 1-4 remain rejected under 35 U.S.C. 102(e) as being anticipated by Wang 
et al. (US 2004/0142896 A1; effective date December 5,2002), for the reasons of 
record. 

4. Applicant's arguments filed 2-07-07 have been fully considered but they are not 
persuasive. Applicants traversed the instant rejection on the grounds that there are only 
three inventors on the '896 publication, and that the same three inventors are also 
named in the instant application. However, contrary to Applicant's assertions, the 
instant application has at least one inventor different from the inventive body of the '896 
publication. MPEP § 706.02(a) [R-3].ll., states: "[l]n order to apply a reference under 35 
U.S.C. 102(e), the inventive entity of the application must be different than that of the 
reference. Note that, where there are joint inventors, only one inventor *>needs to< be 
different for the inventive entities to be different and a rejection under 35 U.S.C. 102(e) 
is applicable even if there are some inventors in common between the application and 
the reference." 
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Therefore, contrary to Applicant's assertions, the claims remain rejected for the 
reasons of record. 

Claim Rejections - 35 USC § 103 

5. The rejection of claims 1-22 under 35 U.S.C. 103(a) and Double Patenting as 
being obvious over Wang ('438; US Patent No. 6,291,438), and Wang ('988;US Patent 
No. 5,858,988) in view of Hammond et al. and Parrish et al., is withdrawn. Applicant's 
arguments with respect to this rejection have been considered but are moot in view of 
the new ground(s) of rejection. 

6. Claims 1-22 are rejected under 35 U.S.C. 103(a) as being obvious over Wang 
('438; US Patent No. 6,291,438), and Wang ('988;US Patent No. 5,858.988) in view of 
Slattum et al. and Parrish et al. 

Both Wang ('438) and ('988) describe the use of 2,4-dinitrophenyl groups to 
modify the 2 -0 position of oligoribonucleotides (i.e. short RNA sequences), of between 
10 and 40 nucleotides in length (see col. 3, lines 51-67 of '988; and col. 4, lines 6-24): 

MO, 

a* IP 

lo aaoth«r preferred emboctment. R^ R*, tad are H. 
In a ]»6fciied embodiment, (he (digoribonudeodde has a 
length of betweea 10 and 50 ovcleotides or alternatively. 10 
aod 40 nucleotides. Id another prefened embodiment, the 
oligodboQucleotidc has a length of between 12 and 30 
nucleotides. In another preferred embodiment, the oligori- 
bonudeotkle has a length of b^wees 15 and 25 nuckotidra. 
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Moreover, both Wang '438 and '988 (see Summary of the invention in both US 
Patents) describe the use of 2,4-dinitrophenyl groups for the modification of antisense 
oligoribonucleotides for the purpose of inhibiting the gene expression, and for use in an 
antisense therapeutic method. 

However, Wang '438 and '988 does not teach the modification of short interfering 
RNA (sIRNA), to produce poly-DNP-siRNA, or the use of poly-DNP-slRNA in a method 
for silencing the expression of a target gene comprising introducing the modified siRNA 
into a cell. 

Slattum et al. teach compounds and methods for covalently attaching a label to 
an SiRNA. In one embodiment, Slattum et al. teach the attachment of a DNP group to 
siRNA [0005], in another embodiment, Slattum et al. teach the addition of a difluoro- 
dinitrobenzene functional group. 

[OfNM] There are a wide variety of reporter moleculMi that 
may be employed &a covalent attachment to a labeUog 
ica^nt that aic useful in detection systems. All that is 
required is that the reporter mol^nik can be covalently 
attached to the labeling rca^nt and provide a sigjial that can 
be detected by apprapiiatc means. Reporter molecules may 
be radioactive or non-radioactive. Nod radioacdve reporter 
molecules include fiuorcsccnt compouncts, proteins^ and 
affinity molecules (c^, digoxii^ bmHn^ DNF) 

[0075] functional group— a group that adds func- 
tionality. This group comprises: reactive gn^ups, 
charged groups^ alkyl groups poiyethykneglycol, 
ligands, and peptides. A reactive gmup is capable 
of undergoing further chemical leacdons. Reac- 
tive groups include, but are not limited to: alky- 
latiog groups (including mi^tards and thiec-mcm- 
bered rings), amines^ alcohok, thiols, 
isothiocyanates^ isocyanatcs, acyl azideSp N-hy- 
droxysuccinimides^ sufonyl chloddcs^ aldehydes, 
epoxides, carbonates, imidoestc^, carboxylales, 
alkylpos^atcs ^ arylhalidcs (audi as difiuoro-dini- 
tfobei^oe) , io<loacetamides, maleimides, aziri- 
ctincs, acfyloyi chlorides, fiourobenzcs, disulfides, 
sucdnamideS) carboxyhc acids, and activated car- 
boxylic groups. 
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7. Parrish et al. provides clear guidance for the skilled artisan to introduce 
modifications into dsRNA, with the expectation of producing a modified dsRNA structure 
having increased nuclease resistance while maintaining RNA interference activity. For 
example, Figure 5(A-B) provides a summary of the effects of various modifications to 
dsRNA. Substitution of A, C, and G nucleotides with alpha-thio modifications produced 
dsRNA having the same level of interference activity as un-modified RNA. Moreover, 
Parrish et al. teach that introduction of 2'-fluoro modifications into dsRNA, had no affect 
on its ability to mediate RNAi in C. elegans injected with the dsRNA (see Parrish et al.. 
Figure 5). 

It would have been obvious to the ordinary skilled artisan at the time of the 
instant invention to modify the teachings of Wang (both references) to comprise 
modification of short interfering RNA (siRNA) with 2,4-dinitrophenyl groups. One of 
ordinary skill in the art would have been motivated to make this modification since 
Slattum et al. clearly suggests the modification of siRNA with a dinitrophenyl group, and 
Wang et al. clearly suggests the modification of oligoribonucieotides with 2,4- 
dlnitrophenyl groups, and Parrish et al. teach the modification of siRNA for the purpose 
of increasing nuclease resistance without losing interfering activity. One of ordinary skill 
in the art would have been motivated to make 2,4-DNP modifications of siRNA because 
the Wang reference clearly teaches that their modifications are suitable for short RNA 
molecules (i.e. oligoribonucieotides of 10 to 40 nucleotides in length), and Parrish et al. 
teach that modification of siRNA is feasible and well tolerated in regards to activity. 
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Double Patenting 

8. Claim 1 remains provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claim 1 of copending 
Application No. 1 1/284,693. 

9. Applicant's arguments filed 2-07-07 have been fully considered but they are not 
persuasive. Applicants traversed the instant rejection on the grounds that since the 
instant rejection is the only remaining grounds of rejection remaining, and the instant 
application is the parent application with respect to application 11/284,693. Contrary to 
Applicant's assertions, the instant rejection is not the only remaining rejection, therefore 
the instant rejection will remain as per MPEP § 804, 11(B)(1). 
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10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Janet L. Epps-Ford whose telephone number is 571- 
272-0757. The examiner can nomially be reached on M-F, 10:00 AM through 6:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach can be reached on 571-272-0739. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Infomiatlon regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more infomiation about the PAIR system, see http://pair-dlrect.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated Information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 




Jsmet L. Epps-Fop 
Primary Exami^ 
Art Unit 1633 
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